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WHAT IS CLAIMED IS: 

1 . A method for identifying compounds that decrease the ability of 
a virus to infect previously uninfected cells, comprising: 

provide a cell, virion, pseudovirion, membrane vesicle, lipid 
bilayer, or liposome expressing or bearing viral envelope protein or glycoprotein 
or fragment thereof, 

contact said cell, virion, pseudovirion, membrane vesicle, lipid 
bilayer, or liposome with a candidate compound; and 

measure the ability of said candidate compound to induce 
conformational changes in viral envelope glycoprotein or fragments thereof by 
determining binding of an antibody, antibody fragment or peptide to said viral 
envelope glycoprotein or fragments thereof. 

2. The method according to claim 1, wherein said virus is a 
retrovirus. 

3. The method of claim 1, wherein said virus is HIV. 

4. The method of claim 1, wherein the ability of said candidate 
compound to induce conformational changes in viral envelope glycoprotein or 
fragments thereof, is measured by determining binding of an antibody or antibody 
fragment to the induced conformations. 

5. The method of claim 4, wherein said antibody is either 
a monoclonal or polyclonal antibody. 

6. The method of claim 1 , wherein the antibody or antibody 
fragment used to measure the ability of said candidate compound to induce 
conformational changes in viral envelope glycoprotein or fragments thereof, 
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comprise single chain, light chain, heavy chain, CDR, F(ab f )2, Fab, Fab', Fv, sFv 
or dsFv or any combination thereof. 

7. The method of claim 1, wherein the ability of said candidate 
compound to induce conformational changes in viral envelope glycoprotein or 
fragments thereof, is measured by determining binding of a peptide to the induced 
conformations. 

8. The method of claim 1, wherein the antibody, antibody fragment 
or peptide is labeled with a labeling agent. 

9. The method of claim 8, wherein said labeling agent is an enzyme, 
fluorescent substance, chemiluminescent substance, horseradish peroxidase, 
alkaline phosphatase, biotin, avidin, electron dense substance, or radioisotope, or 
combinations thereof. 

10. The method of claim 1, wherein said contact of said cell, virion, 
pseudovirion, membrane vesicle, or lipid bilayer with a candidate compound 
optionally occurs in the presence of one or more cellular receptors or fragments 
thereof for said virus. 

11. The method of claim 10, wherein said cellular receptors are 
selected from the group consisting of CD4, fragments of CD4, chemokine 
receptors, and combinations thereof. 

1 2. The method of claim 1 0, wherein said cellular receptor is soluble 
CD4 or membrane bound CD4. 

13. The method of claim 10, wherein said cellular receptor is CCR5 
or CXCR4. 
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14. The method according to claim 1, wherein said ability of the 
candidate compound to induce conformational changes is measured by incubating 
said cell, virion, pseudovirion, membrane vesicle, lipid bilayer, or liposome 
expressing or bearing viral envelope protein or glycoprotein or fragment thereof 
and said candidate compound with specific antibodies to determine whether the 
amount of antibody binding to an induced conformation necessary for viral entry 
is increased or decreased due to the presence of the candidate compound. 

1 5 . The method according to claim 1 4, wherein measuring said ability 
of the candidate compound to induce a change in conformation is performed by: 

add one or more optionally detectably-labeled antibodies that 
preferentially bind an epitope that is present in a conformation or structure 
formed during virus entry; and 

measure the amount of antibody binding. 

16. The method according to claim 15, further comprising: compare 
the measured amount of antibody binding to a standard value. 

17. The method according to claim 16, wherein said measuring the 
amount of antibody binding is performed by immunoprecipitation analysis, flow 
cytometry, fluorescence microscopy, fluorimetry, enzyme immunoassay, 
radiolabeling, or chemiluminescence techniques. 

18. The method of claim 1 7, wherein the said measuring the amount 
of antibody binding is performed by incubating said antibody with a europium- 
labeled anti-rabbit secondary antibody, and detecting said secondary antibody 
with time resolved fluorescence. 



19. The method of claim 1, wherein said ability of candidate 
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compound to induce conformational changes in HIV envelope glycoprotein or 
fragments thereof is measured by detecting the presence of gpl20 using 
antibodies to gpl20 to determine whether the candidate compound has caused 
loss of gpl20 from the surface of a cell, virion, pseudo virion, membrane vesicle, 
lipid bilayer, or liposome expressing or bearing viral envelope protein or 
glycoprotein or 
fragment thereof. 

20. The method according to claim 1, wherein the viral envelope 
protein or glycoprotein is from HIV-1, HIV-2, HTLV-I, HTLV-II, respiratory 
syncytial virus (RSV), parainfluenza virus type 3 (HPIV-3), human influenza 
viruses, measles virus, hepatitis B virus (HBV) or hepatitis C virus (HCV). 

21 . A method for identifying compounds that decrease the ability of 
HIV-1 to infect previously uninfected cells, comprising: 

provide HTV-1 envelope glycoproteins gpl20/gp41 or fragments 
thereof in association with a cell, virion, pseudovirion, membrane vesicle, lipid 
bilayer, or liposome; 

contact said HIV-1 envelope glycoproteins gpl20/gp41 or 
fragments thereof with a candidate compound; and 

measure the ability of said candidate compound to induce changes 
that result in the formation of entry structures in gp41. 

22. The method according to claim 21, wherein said measuring step 
is performed by: 

adding one or more optionally detectably-labeled antibodies that 
bind an epitope that is a structure or conformation formed during virus entry; 
and measuring the amount of antibody binding. 

23. The method according to claim 22, wherein said measuring the 
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amount of antibody binding is performed by immunoprecipitation analysis, flow 
cytometry, fluorescence microscopy, or fluorimetry, enzyme assays, radiolabeling 
or chemiluminescense techniques. 

24. The method of claim 21, wherein the ability of said candidate 
compound to induce said conformational changes in gp41 is detected by using 
polyclonal and/or monoclonal sera raised against peptides, a mixture of peptides, 
or proteins mimicking gp41 conformational structures. 

25. The method of claim 24, wherein the conformational change 
results in a gp41 six-helix bundle structure. 

26. The method of claim 24, wherein the ability of said candidate 
compound to induce said conformational changes in gp41 is detected by using 
polyclonal sera generated by immunizing animals with a 1 : 1 mixture of the PI 5 
and PI 6 peptides. 

27. The method of claim 24, wherein the ability of said candidate 
compound to induce said conformational changes in gp41 is detected by using 
monoclonal antibodies including, T26, 17b, 48d, 8F101 or A32, or mixtures 
thereof. 



